Materials and Methods
Cultivation of human aortic smooth muscle cells
Human aortic smooth muscle cells were purchased from LONZA and maintained in SmGM-2 medium and provided supplements (LONZA). For experiments, cells were grown in 6-well or 12-well plates, starved (0.5% serum without supplement) under subconfluent conditions, treated and stimulated as indicated. Passages 4-10, as recommended by the supplier, were used. Redox-independent inhibition of AKT by RV in human aortic smooth muscle cells. Human aortic smooth muscle cells were starved, treated with DMSO, RV, RV-1M or RV-3M (50 µM) for 30 minutes before they were stimulated with angiotensin II (500 nM, 10 minutes) (A), or EGF (100 ng/mL, 5 minutes) (B), before levels of extracellular H 2 O 2 were determined by the Amplex Red assay as described in the main manuscript. Exogenously added H 2 O 2 served as positive control in the assay. Compiled data from two experiments are depicted. Human aortic smooth muscle cells were starved, treated with RV, RV-1M and RV-3M (50 µM) for 30 minutes before they were stimulated with angiotensin II (500 nM, 10 minutes) (C), or EGF (100 ng/mL, 5 minutes) (D), before total cell lysates were subjected to western blots analysis as indicated. Representative blots are shown as well as the compiled densitometric analysis from at least two independent experiments. In order to reduce background ROS and to avoid artefacts due to a potential H 2 O 2 production upon addition of polyphenols to cell culture medium, cells were preincubated with catalase (30 min, 150 U/ well) in some preliminary experiments, however, without any significant effect on the obtained results.
 As in rat VSMC, RV shows rather selective inhibition of pAKT upon angiotensin II and EGF stimulation in a redox-independent manner in human aortic smooth muscle cells. Although RV-1M cannot reduce H 2 O 2 levels (nor lead to a dramatic detoxification of radicals (see Suppl . Fig 1) ), it is able to inhibit pAKT, which excludes reduction of ROS as sole mechanistic explanation for the action of RV. 
